The spccficuo,, was .mended ,o rcflccl .he current address of A TCC and ,0 

correct a minor typographical error. 

Claims 

Support for the amendments to claims 39 and 44 may be found in the 
speeifieation, for example, a, section F, parts 2 and 4. For example, the specificatton at 
Section F, ,n the first paragraph of part 2, discloses that lymphocytes may be used for 
■•producing antibodies that will specifically bind to the immunizing agent." The 
specification at Part F, first sentence of section 4 states: "Btspeciftc antibodies are 
monoclonal, preferably human or humantzed, antibodies that have binding specfictttes 
for at least two different antigens.",. No new matter is added by way of the amendments, 

riaim Reiection. - 31 use 8 1 ^e^oid Paragraph 
Claims 39 and 44 were rejected as indefinite in that claim 39 recites "binding" and 
claim 44 recites "specific binding" to the polypepttde of F.gure 1 18, the Examtner stating 
that antibody binding is a "specific" event. Claims 39 and 44 have been amended so that 
both claims now rccte an antibody that specifically binds to the polypeptide of Ftgure 
1 18- amended claim 44 further recites that the antibody ts a bispecific antibody that bmds 
,0 a second antigen. Accordingly. Applicants respectfully submit that the rejections to 
claims 39 and 44 as indefinite are overcome. 

Claim Reiect inns - 35 DSC $ 101 
Claims 39-44 were rejected under 35 USC § 101, since "the claimed invention is 
not supported by either a specific or substantial asserted utility or a well established 
utility." The rejection of claims 39-44 is respectfully traversed. 
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Uiili!y^:J^AigalJ^ 

According to the Ulil.ty ExamnuU.on Guidelines (''Utility Gu.deHncs'^), 66 l-ed. 
Reg. 1092 (2001) an invention complies with the utility requirement of 35 U.S.C. § 101, 
if it has at least one asserted "specific, substamial, and credible utility" or a "well- 
established utility." 

Under the Utility Guidelines, a utility is "specific" when it is particular to the subject 
matter claimed. For example, it is generally not enough to state that a nucleic acid is useful as a 
diagnostic without also identifying the conditions that is to be diagnosed. 

The requirement of "substantial utility" defines a "real world" use, and derives from the 
Supreme Court's holding in Brenner v. Manson, 383 U.S. 519, 534 (1966) stating that "The basic 
,uidprn cjun contemplated by the Constitution and the Congress for granting a patent monopoly 
is the benefit derived by the public from an invention with substantial utility." In explaining the 
"substantial utility" standard, M.P.E.P. 2107.01 cautions, however, that Office personnel must be 
careful not to interpret the phrase "immediate benefit to the public" or similar formulations used 
in certain court decisions to mean that products or services based on the claimed invention must 
be "currently available" to the public in order to satisfy the utility requirement. "Rather, any 
reasonable use that an applicant has identif.ed for the invention that can be viewed as 
providing a public benefit should be accepted as sufficient, at least with regard to detm.ng a 
"substantial" utility." (M.P.E.P. 2107.01, emphasis added.) Indeed, the Guidelines for 
Examination of Applications for Compliance With the Utility Requirement, set forth in M.P.E.P, 
2107 II (B) (1) gives the following instruction to patem examiners: "If the applicant has asserted 
that the claimed invemion is useful for any particular practical purpose ... and the assertion 
would be considered credible by a person of ordinary skill in the ait, do not impose a rejection 

based on lack of utility." 

Finally, the Utility Guidelines restate the Patent Office's long established position 

that any asserted utility has to be "credible." "Credibility is assessed from the 
perspective of one of ordinary skill in the art in view of the disclosure and any other 
evidence of record . . . that is probative of the applicam's assertions." (M.P.E.P. 2107 11 

A Amendment and Response to Office Action 

^ (dated October 1,2002) 

Application Serial No. 09/903,943 
Attorney's Docket No. 39780-1 61 8P2C51 



,B, „ ) (,,,1 Such standard ,s prcsun,puvcly s.msfiod u.dcs the logic undorlymg .he 
assertion ,s scr.ously ila.vcd. or .I'.hc iaC. upon which .he a»cr.,on ,s based are 
,„co„s,s.en, wi.h .he logic undcrly.ng .he asser.,„n (Rev.sed h,.erinr U.di.y Gu.dehnes 
Tiaining Materials, 1999) 

AppHcan,s sub™, .ha, .he gene amplification da.a provrded in .be presen. 

apphca.,on are suff.e.en. .0 es.ab.,sh a specfic, subs.an.ial and credible u.,li.y for 

antibodies .ha. bind .0 the PR0339polypep.ide. 

Gene anrplif.cat.on is an essential mechanism for oncogene ac.iva.ion. It ,s well 
Vnown .ha, gene ampl,f,ca.,on occurs ,n mos. sol.d .unrors. and generally ,s assoca.ed 
w«b poor progn„s,s^ As described ,n Example 92 of ,he presen. appl,ca.,on .he 
,„.e„,ors isolaled genom.c DNA from a varicy of pr.mary cancers and cancer cell nes 
tha, are Hs.ed in Table 8 (pages 230-234 of .he specification), including primary lung 
cancers and colon cancers of the type and stage indicated ,n Table 8 (page 227), As a 
negative control. DNA was isolated from .he cells of .en non^al healthy ind.v.duals, 
wHicb was pooled and used as a control (page 222, lines 34-36). Gene amplification was 

, .■..,:,.„ T.inM in™ PCR The aene amplilicatron results 

monitored using real-time quan.i.ative TaqMan KLK. 1 „ 

are set forth in Table 9. As explained in the passage bridging pages 222 and 2.3. the 
results of TaqMan" PCR are reported in AC, units. One un.t corresponds to one PCR 
cycle or approx,n,a,ely a 2-fold amplification, relative .0 control, two un.ts correspond to 
4-fold. 3 uni.s to 8-fold. etc. amplification. PR0339 showed 2-3 fold gene amplification 
in a number of lung and colon tumors. 

,n assessing the value of these data, the Examiner notes that: "There is no specific 
,nforma.,on on wha. .ype of the non.al tissue was used as a control and how many 
normals ,berc were. A single normal sample ,s no, sufficien. for basing rela.ive levels 0, 
nrany o,her samples." The Examiner has apparendy overlooked .hat. as discussed above, 
control DNA was pooled from the cells often normal healthy individuals (page 222, lines 
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34-36). Accordingly, the results are not based on a smgle normal sample. The samples 
were obtained from blood cells as it is usual in similar gene amplification assays. 

The attached Declaration by Audrey Goddard clearly establishes that the 
TaqMan^ real-time PCR method described in Example 92 has gained wide recognition 
for Its versatility, sensitivity and accuracy, and is ,n extensive use for the study of gene 
amplification. The facts disclosed m the Declaration also confirm that based upon the 
gene amplification results set forth in Table 9 one of ordinary skill would find it credible 
that PR0339 is a diagnostic marker of human lung and colon cancer. It is, of course, true 
that further research would be needed to develop PR0339 and antibodies that bind to it 
.nto a diagnostic product. Such follow-up tests could include the mapping of the 
PR0339 gene to a chromosome, which could be followed, for example, by dual-color 
FISH with DNA probes complementary to the PR0339 gene and the centromere of the 
chromosome to distinguish a locus-specific gene amplification from chromosome 
aneuploidity. However, the fact that such follow-up tests might be necessary, cannot 
properly lead to the legal conclusion that antibodies that bmd PR0339 lack patentable 
utility. 

As set forth in M.P.E.P, 2107 II (B) (1 ), if the applicant has asserted that the 
claimed invention is useful for any particular practical purpose, and the assertion would 
be considered credible by a person of ordinary skill in the art, a rejection based on lack of 
utility should not be imposed. The attached Declaration by Audrey Goddard establishes 
that the asserted utility is viewed to be "credible" by one skilled in the art. Indeed, the 
logic underlying Applicants' assertion that PR0339 is a diagnosfic marker of lung and 
colon cancer cannot be viewed as "seriously fiawed," and the facts upon which the 
assertion is based are not inconsistent with the logic underlying the assertion. It is always 
possible that an invention fails on its way of development to a commercial product. 
Thus, despite recent advances in rational drug design, a large percentage of drug 
candidates fail, and never make it into a drug product. However, the USPTO is not the 
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FDA, the law docs not rcqunc that a product (drug or d.agnostic) be currently available to 
the piibHc in order to satisfy the utility requirement. 

Thus, Applicants respectfully submit that antibodies that bind PR0339 may be 
used in diagnostic markers for identifying lung cancer or colon cancer, and thus that the 
specification discloses at least one credible substantial and specific utility for antibodies 
that bind to PR0339 Accordingly, the Examiner is respectfully requested to reconsider 
and withdraw the present rejection. 

rW^m Reiecti nn. under 35 U.S.C. 1 1 2 J ksmragiaph 
(a) Claims 39-44 were rejected under 35 USC § 1 12, first paragraph "since the 
claimed invention is not supported by either a specific asserted utility or a well 
established utility for the reasons set forth above, one skilled in the art clearly would not 
know how to use the claimed invention." 

In response to the previous rejection under 35 U.S.C. 101 , Applicants have shown 
that the specification discloses a substantial, specific and credible utility for antibodies 
that bind to the PR0339 polypeptide. Applicants respectfully submit that it would not 
require undue experimentation for one of skill in the art to apply the teachings of the 
present disclosure so as to practice the invention by using antibodies that bind to the 
polypeptide shown in Figure 118 (SEQ ID NO.:339. The Examiner has named no 
particular reasons why the specification would not be enabling for the use now recited in 
the claims. Accordingly, the Examiner is respectfully requested to reconsider and 
withdraw the rejection of all pending claims on this ground. 
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" Clan„s ^')-44 were rejected under 35 USC 102(b) as "being anuc.putcd by WO 
99/63088" whreh ,s said by .he Exanrincr to diselose antibodies -that would be 
reasonably expee.ed to bind the polypeptide »i.h the sequence of SEQ ID NO:339 of the 
instant application because the proteins share large regions of high ,den.,ty. 

Anticipatton under 35 U.S.C. § 102 requires that "every element of the clamted 
invention be identically shown in a s.ngle reference" (/„ Boni. 910 F.2d 831,832 
(Fed Cir 19901 However, WO 99/63088 nowhere discloses a polypeptide of SEQ ID 
NO-339 and nowhere discloses antibodies that specifically bind ,o the polypept.de 
shown ,n Figure 1 18 (SEQ ID NO:339). As ,s known to those of ordinary sktll ,n the art, 
an antrbody tha, specfically binds to tts target antigen does so without substantial cross- 
reactivitv with another antigen. For example, referring to antibodies raised against an 
epitope ,'agged polypeptide, the present specification states "the antibody does not 
snbstantiallv cross-react with other epitopes" (page 74, lines 34-35). Thus, an anttbody 
that binds both to the polypeptide of Figure 1 1 8 (SEQ ID NO:339, and to the cited 
polypeptide of WO 99/63088 would not be one that specifically bound to either 
polypeptide and these would not be within the scope of the present claims. Thus, 
Applicants respectfully submit tha, the antibodies claimed in the present application, 
which specifically bind to the polypeptide shown in Figure 1 1 8 (SEQ ,D NO:339), are 
not anticipated by WO 99/63088. 

Accordingly, lacking at least these elemems of claims 39-44, Applicants 
respectfully submit tha, the rejection of claims 39-44 under 35 U.S.C. § 102 (b) ,s 



overcome. 
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Cla.ms ^'SO and 51" were rc,ccted under 35 USC 103(a) "as bemg unpatentable 
over GcnBank Access.on No. BAA92640 in v.ew of S.bson et al. (WO 94/01548) and 
Godovvski ct al. (US Patent 6,030,831 )." However, as the instant application contains 
neither a claim 50 nor a claim 51, it is unclear which pending claims, if any, this rejection 

is directed towards. 

Applicants acknowledge the Examiner's statement that GenBank Accession No. 
BAA92640 does not teach an antibody that binds a peptide. GenBank Accession No. 
BAA92640 is discussed below with respect to the rejection of claims 39-44 under 35 
USC § 103(a). 

TheMection_dXlami^^ 

Claims 39-44 were rejected under 35 USC § 103(a) "as being unpatemable over 
GenBank Accession No. BAA92640 in view of "Applicants' Admission on p.34, Unes 5- 
6 and Fleming et al. (Dev., 124:2873-81,1997) and Godowski et al. (US Patent 
6,030,831)." 

According to the Office Action, the effective date of the primary reference 
(GenBank Accession No. BAA92640) is March 14, 2000. The gene amplification data, 
which support the utility of the polypeptides claimed in the present application were first 
disclosed in PCT/USOO/03565 filed on February 11, 2000, the priority of which is 
claimed in the present application. Since the present application is entitled to at least the 
February 1 1 , 2000 priority, GenBank Accession No. BAA92640 is not prior art. 
Accordingly, the present rejections should be withdrawn. 

Applicant note the citation of additional art, which was not relied upon in any of 
the rejections. Since the present application is entitled to the February 11, 2000 priority, 
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W02.).) 1 1 533 : 2 ,s no. pr.or art. S,m,l»riy, none of the o.hcr vcfcrcnccs arc boHcved ,o 
;,nl,cipalc or render ob^•io^ls any of the elaims pending^ 

Attached hereto ,s a marked-up copy of the atnendnrents nrade ,n the spccf.eation 
and clatnts. The attached sheets arc en.ttled "VerMonwUlL^^ 
Made " 

AH claims are believed to be in prima facie condmon for allowance, and an early 
action to that effect is respectfully solicited. 

Please charge any additional fees, mcludmg any fees for extension of time, or 
credit overpayment to Deposit Account No. 08-1641 . 

Respectfully submitted, 



Date: February 19, 2003 -GiilifRr^tS^^^ 



HELLER EHRMAN WHITE & McAULIFFE LLP 

275 Middlefield Road 
Menio Park, California 94025 
Telephone: (650) 324-7000 
Facsimile: (650) 324-0638 



Amendment and Response to Office Action 
(dated October 1, 2002) 
Application Serial No. 09/903,943 
Attorney's Docket No. 39780-1 61 8P2C51 



vor.inn with Markings t " ^hnu Changes Made 

In the Specification : 

Replace the paragraph beg.nning at page 202, Ime 36 with the followmg amended 

paragraph: 

A variety of protocols for measuring soluble or membrane-bound [PRo317] 
PR0317, using either polyclonal or monoclonal antibodies specific for that PR03 1 7, are 
known in the art. Examples include enzyme-linked immunosorbent assay (ELISA), 
radioimmunoassay (RIA), radioreceptor assay (RRA), and fluorescent activated cell 
sorting (FACS). A two-site monoclonal-based immunoassay utilizing monoclonal 
Ltibodies reactive to two non-.nterfenng epitopes on PR0317 is preferred, but a 
competitive binding assay may be employed. These assays are described, among other 
places, in Maddox et al. JExe._Me4, 158:1211 (1983). 

Replace the paragraph beginning at page 250, line 1 with the following amended 
paragraph: 

- The following materials have been deposited with the American Type Culture 
Collection, [12301 Parklawn Drive, Rockv.lle, MD], lOmiMversityB^^ 
5vianasMs.m20iIOr2209, USA (ATCC):- 

In the Claims : 

Claims 39 and 44 have been amended as follows: 

39. (Once amended) An antibody that specifically binds to the polypeptide 

shown in Figure 1 18 (SEQ ID NO:339). 

44. (Once amended) The antibody of claim 39 which specifically 
binds to the polypeptide shown ,n Figure 118 (SEQ ID NO: 339).vteilismdjm^ 
^g^^^jg^g^^jl^antibgd^^ to another antigen. 
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